Kinetic raw data of DiFMUP dephosphorylation (corresponding to Table 1a ).
Figure S2:
CD spectroscopic data of various PRL-3 variants, showing no significant change of protein fold upon introduction of the respective mutation(s). 
Supplementary Methods

Isothermal titration calorimetry
To test for binding interactions between DiMFUP and PRL-3 variants, isothermal titration calorimetry (ITC) was used. For cloning of the respective catalytically inactive variants C104S, E50R-C104S and E50R-R110A-C104S, see the respective experimental section. Proteins were dialyzed into ITC buffer (20 mM Tris-HCl, pH 7.5, 150 mM NaCl, 0.01% triton-X 100, 1% DMSO). After dialysis, the very same buffer was used to solubilize DiFMUP. ITC experiments were performed at 25 °C using a MicroCal iTC200 micro calorimeter (GE Healthcare). Titrations were performed with 50 µM protein in the cell chamber and 750 µM ligand concentration for the titration syringe. ITC data were corrected for the dilution heat and analyzed with MicroCal Origin TM software.
Redox activity study
Redox stability of PRL-3 wt and variants was compared at varying concentrations of oxidizing and reducing agent. Proteins were dialyzed into 20 mM Tris-HCl pH 7.5, 150 mM NaCl and set to a concentration of 0.55 mg mL-1. For the oxidation experiments, proteins were fully reduced with 10 mM DTT and incubated for 30 min at 4 °C. Proteins were then re-oxidized by addition of varying concentrations of H 2 O 2 , as indicated, and incubation at room temperature for 30 min. 10 U catalase (Sigma) was added to consume residual H 2 O 2 and the reaction was kept at room temperature for 3 min. Samples were then split for SDS polyacrylamide protein gel electrophoresis and phosphatase activity assays. Samples for protein gels were prepared in nonreducing sample buffer (2x buffer: 125 mM Tris-HCl pH 6.8, 20 % (v/v) glycerol, 4 % (w/v) SDS and 0.05 % (w/v) bromophenol blue), boiled at 95 °C for 7 min and loaded with 1.1 µg protein per well. DiFMUP activity assays were performed as described above, except that DTT was omitted from the assay buffer. Enzymes were monitored at 150 nM concentration. DiFMUP was used at the respective Km value (21 µM for wt PRL-3, 22 µM for PRL-3 E50R, 33 µM for PRL-3 C49A). For reduction experiments after full oxidation, proteins were first oxidized with 10 mM H 2 O 2 for 30 min, treated with 10 U catalase and re-reduced with the indicated concentrations of DTT. Samples were then split for protein gels and activity assays, as S11 before. For site-directed mutagenesis of the C49A variant, the following primer pair was used: 5' gtgcgtgtggctgaagtg accta 3' and 5' taggtcacttcagccacacgcac 3'.
Migration and adhesion studies on various supports
Adhesion and migration studies were performed according to the main methods section. Collagen-I and collagen, IV were monitored 30 min after seeding, laminin 2h
and gelatin 4.5 h after seeding. Independent experiments were performed at least in triplicates (collagen-I) or duplicates (other coatings). Migration experiments on various kinds of matrix or plastic support were monitored 4h and 7h after initiation of migration.
